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We claim: 

1 (currently amended). A process for preparing a ohiral. nonracemic compound of the 
formula I 

0) 



"O 



where: 
R l is 



where: 



- a • rthon vt r i 2 membered heteroaromatic ring which may contain from one to four 
^ heCa^ms S g^up Of N. O and S, 8 to 14 membered aromat.c nng, 

(C3-Ca)-cycloalkyl; 

j£ is H , F, CI, Br, OH, N0 2 . CF 3 , OCF 3 , (Ci-C 6 )-alky1, (C 3 -C 8 )-cycloalkyl, phenyl; 

r* * are H. F, CI. Br, OH, NC 2 , CF 3 , OCF 3 , OCF 2 H. OCF 2 -CF 3 . OCF 2 -CHF 2 , SCF3, O- 
phenyl, (d-CeValkyl, 0-( Cl -C 6 )-alkyl. O-UCvCeValkyWd-CraValkyl; 

n is from 1 to 3; 
and 

R 2 is (d-C^-alkyl where one or more CH 2 groups in the alkyl groups may be replaced 
by O CO S SO or S0 2 , and alkyl may be one to trisubstituted by F. CI, Br, CF 3 , 
CN N0 2 ,'nHAc. NHBoc, NH-CO-C(CH 3 ) 3 , hydroxyl, OCF 3 . 0-(CrC 6 )-alkyl, COOH, 
CO-benzoxy, CO-0(Ci-C 6 )-alkyl. tetrazole. thiazolidin-2,4-dione, indole and 
(C 6 -Cio)-aryl. were thiazolldin-2,4-dlone and aryl In turn maybe substituted by F, CI, 
Br CF 3 CN, N0 2 , NHAc, NHTs, NHBoc, NHCbz, NH-CO-C(CH 3 ) 3 . hydroxyl, OCF 3 . 
O-Cd-CeJ-alkyl, COOH. CO-benzoxy. CQ-0(Ci-C 6 )-alky1. (Ci-C 6 )-alky1, 0-(Ci-C 6 > 
alkyl or tetrazoler»R 

ft a te a n OH prot ecti n g gr o up (PO) t for ex ample bo nzyl nir /m ethyl, ben z yl, p nm- 
mcthoxybonzyl or tort butyldimothy i oilyl; 
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which comprises 
A) 

a) alleviation telk -R2/alfe-PQ) 

reacting cis-1 ,3-cyclohexanediol of the formula (II) 

HO. .OH 



O* 



(») 



with a compound of the formula (111) 



X 1 -R 2 (I") 



where R 2 is as defined above and 
X 1 Is CI. Br, I, OMs, OTs, OTf; 

in the presence of bases in a suitable solvent to give a racemic compound of the formula 



(IV) 

HO '*, /\ 

"-f >f* R2 



(IV) 



where r 2 is as defined above; 

bl) enzvmatlc ester formation (EF) + separation (S) 

subjecting the resulting compounds of the formula (IV) to stereoselective enzymatic ester 
formation (EF), In which the alcohols are admixed with an acyl donor and the enzyme in an 
organic solvent and the resulting mixture is stirred at -20 to 80°C and, after the reaction has 
ended, one stereoisomer Is present as an ester of the formula (V) 



(V) 



where 

R 6 is C(=OMCi-C 16 )-alkyl, C(=OMC2-Cie)-alkenyl, C(=OMC 3 -Ci 6 )-alkyny1, C(=0)- 
(C 3 -Ci6>-cycloalkyl, where one or more carbon atoms may be replaced by oxygen 
atoms and be substituted by 1-3 substituents from the group of F, CI, Br, CF3, CN, 
N0 2 . hydroxyl, methoxy, ethoxy, phenyl and CO-0(C<|-C4)-alkyl, CO-CKC2-C4)- 
alkenyl, which may in turn be substituted by 1-3 substituents from the group of F, CI, 

Br, CF3, and 
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r* Is as defined above, 

and the other stereoisomer is present unchanged as the ^^^X^Sm 
therefore separated from each other by utilizing their different chemical or physicocnemical 

properties (separation S) 
or 

b2) gnz ymjjtjc ester hyHmK/sis E^&effl jcal Aerification (OF) * enzymatic hydrolysis 
{F ^M + separation (S) 

subiecting the resulting compound of the formula (IV) to a stereoselective enzymatic ester 
hydroS in which the racemic alcohol is initially converted by chem cal estenficaton (CE), 
fofexampie by means of acid chloride r<-CI or acid anhydride R«-0- *«, in the presence of 
bases, to the racemic ester of the formula (V) 



R2 



(V) 



where r< and r 1 are each as defined above, 

which to carry out the stereoselective enzymatic ester hydrolysis (EH), is then taken up in 
homoqeneous or heterogeneous, aqueous, aquedus-organic or organic medium, and 
reacted, in the presence of an enzyme in the case of hydrolysis with water and in the case 
of alcoholysis with an alcohol, at a temperature of 10-80°C, and after the 'reaction has 
ended, one stereoisomer is present as the alcohol of the formula (IV) and the other is 
present unchanged as the ester of the formula (V) and can thus be separated from each 
other as described under b1 ), and 

the enantiomer of the formula (IV) occurring as an alcohol is further processed as described 
under d), or 

c) chemical hydrolysis (CH) 

hydrolyzing the enantiomer of the formula (V) occurring as an ester to the chemically 
enantiomeric alcohol by known methods and 

d) alkytatiop (alk-R') 

reacting further with a compound of the formula (VI) 



(VI) 




where 

ring A, R 3 . R 4 , R 5 and n are each as defined above and 
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X 2 is CI. Br, I. OTs, OMs, OTf. 

in the presence of bases in a suitable solvent to give the compound of the formula (IJrand, 
n) rtntiinhmont of thn protecting grnun PG -teetPQ^ 

L an 01 1 p r o t ect ing grni i p (PH) as defined above ""^nr Reconvert i ng t h o compound 
of tho formula (la ) 



whoro r* and PG aro oooh ao dofinod abov e? 

by detach i ng tho protect i ng group by known mothodc to a compound of tho formula (V II ) 



w her e rMo ao definod above? 
f) nlkv l ation 

t hen roooting it with a compound of tho formula ( I D) 

tfW* m 

whore X* -and-R a - aro ooch a s dof i nod above r 

in the pr oce nco nf bases »r a suitable se4vent4e crivo a compound of tho formula ( fr 
product or tho onontiomorlc form, 

it boing aloo poooiblo to ohango tho ooguonoo of individual rcaotion otopo ac doscrit 
abovo under A): 

A) alkr . a ) cr ■ ■ * S [ > r.H] > alk b* f > DctPG > alk - R* j-» 

producV e nont i omofio form 

tef 

D) 3 |K r* : RF S/G^ 1 KI-> ■**-&■{—> HH] i alk R a r ) DotPC ) alk R a ] » 
produot/onantiomoric form 

©f 

C) alk PC ) E F * SfGB * fh * S > HH > a lk- P* > DotPC ) oik R* > 
produot/enantlomorio form 
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OF 



D) alk PC j EF S/CF * EH + * ■> ^ "* ^ rrntprc » il k . R a > produot/onantiomoric 



f o rm 

IU1 III. 



2 (canceled) 



3 (currently amended). The process as c l aimod in of claim 1 0*4, wherein compounds 
of the formula (III) 



X 1 - R (III) 



are used where 



X 1 is CI, Br. I, OMsorOTs. 



4 (currently amended). The process as claimod in any of claim s 1 to 3. wherein 
compounds of the formula (III) 

X 1 -R 2 (III) 

are used where 



X 1 is CI, Br or I. 

5 (currently amended). The process ao claimed I n of_claims 1-40-4, wherein a compound 
of the formula (I) 



is prepared where: 
r 1 is 



R1' 



R2 



(I) 



/< \ C 



(CH 2 )n- 



where 
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ring A is phenyl, 5-12 membered heteroaromatic ring which may contain from one or more 
heteroatoms from the group of N, O and S, fUsed/bicyclic 8 to 14 membered 

aromatic ring, (C3-C8)-cycloalkyl; 
R 3 is H, CF3, (Ci-C6)-alkyl> (C3-Cs)-cyc[oalkyl 1 phenyl; 
R\ R J are H, F, Br, CF 3 , OCF 3 , (CrC 6 )-alkyl, 0^(C^C 6 )-alkyl; 

n is from 1 to 2 and 
2 

R is (C-|-C8>-alkyl where one or more CH2 groups in the alkyl groups may be replaced 

by O, CO, S, SO or S02> and alkyl may be one to trisubstituted by F, CI, Br, CF3, 

CN, NO2, NHAc, NHBoc, NH-CO-C(CH3)3, hydroxy!, OCF3. 0-(Ci-Ce)-alkyl, COOH, 

CO-benzoxy, COO(Ci-C6)-alkyl, tetrazole, thiazolidin-2,4-dione, indole and 

(C6-Cio)-aryl, were thiazolidin-2,4-dione and aryl in turn maybe substituted by F f CI, 

Br, CF 3 , CN, N0 2 . NHAc, NHTs, NHBoc, NHCbz, NH-CO-C(CH 3 )3> hydroxyl, OCF 3f 

0-(Ci-C e )-alkyl, COOH, CO-benzoxy, CO-0(Ci-C6)-alkyl, (C^C 6 )-alkyl, 0-(CrC 6 )- 
alkyl or tetrazole. 

6 (currently amended), 
compound of the formula 



is prepared where: 
R 1 is 




R5 



where 

ring A is phenyl; 

R* is (Ci-C4>-alkyl; 

R 4 , R 5 are H, (Ci-C 4 )-a!kyl f 0-(Ci~C 4 )-alkyl; 
n is 1 and 
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R is (Ci-C8)-alkyl where one or more CH2 groups in the alky] groups may be replaced 
by O, CO, S, SO or SO2, and alkyl may be one to trisubstituted by F r CI, Br, CF3, 
CN, N0 2 , NHAc, NHBoc, NH-C0-C(CH 3 ) 3 , hydroxy!, OCF3, O^Ci-CeHalkyl, COOH, 
CO-benzoxy> C0-0(C<i-C6)-alkyl, tetrazole, thiazolidin^-dione, indole and 
(Ce-CioJ-aryl, were thlazolidin-2,4-dione and aryl in turn maybe substituted by F, CI, 
Br, CF 3 , CN, N0 2 , NHAc, NHTs, NHBoc, NHCbz, NH-CO-C(CH 3 )3, hydroxyl, OCF3, 
0-(C 1 -C 6 )-alkyl, COOH, CO^benzoxy, CO-O^-CGj-alkyl, (Ci-C 6 )-alkyl, 0-(C<\-Cg)- 
alkyl or tetrazole. 

7 (currently amended). The process as claimed in any of claims 1 te r 3. 4 T 5 or 6, wherein the 
compound of the formula (I) is (1R,3S)-2-{3-[2-(3-methoxyphenyl)-5-methyloxazol-4- 
ylmethoxy]cyclohexyl-1 -oxymethyl}-6-methylbenzoic acid, 

8 (currently amended). The process as claimed in any of claims 1 te, 3, 4, 5 or 6, wherein the 
compound of the formula (I) Is (1R,3S)-2-{3-[2-(4-nn(ethylpheny[)-5-methyloxazol-4-yl- 
methoxy]cyclohexyM -oxymethyi}-6-methylbenzoic acid. 

9 (new). A process for preparing a chiral, nonracemic compound of the formula I 



where: 
r 1 is 




R5 



where: 

ring A is phenyl 5-12 membered heteroaromatic ring which may contain from one to four 
heteroatoms from the group of N, O and S, 8 to 14 membered aromatic ring, 
(C 3 -C8)-cycloa!kyl; 

R 3 is H, F, CI, Br, OH, N0 2 , CF 3 , OCF 3 , (Ci-C<?)-alkyl, (Ca-CeKycloalkyl, phenyl; 

K\ R 5 are H, F, CI, Br, OH, N0 2> CF3, OCF3, OCF 2 H, OCF 2 -CF 3 , OCF 2 -CHF 2l SCF 3 , O- 
phenyl, (Ci-C 6 )-alkyl, 0-(Ci-C 6 )-alkyl, O^Ci-C 6 )-alky|.0-(Ci-C 3 )-alkyI; 

n is from 1 to 3; 

and 
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2 

R is (Ci-C8)-alkyl where one or more CH2 groups In the alkyl groups may be replaced 

by O, CO, S, SO or SO2, and alkyl may be one to trisubstituted by F, CI. Br, CF3, 

CN, N0 2 , NHAc, NHBoc, NH-CO-C(CH 3 ) 3> hydroxy], OCF3, 0-(Ci-C 6 )-alkyl, COOH, 

CO-benzoxy, CO-0(Ci-Cs)-alkyl, tetrazole, thiazolldin-2,4-dione, indole and 

(C6-Cio)-aryl, were thiazolidin-2,4-dione and aryl in turn maybe substituted by F, CI, 

Br, CF 3 , CN, NO2, NHAc, NHTs, NHBoc, NHCbz, NH-CO-C(CH3)3, hydroxyl, OCF3, 

0-(Ci-C6)-a]kyl, COOH, CO-benzoxy, CO-0(Ci-C 6 )-alkyl, (Ci-C 6 )-alkyl, 0-(Ci-C 6 )- 
alkyl or tetrazole; 

which comprises 

A) 

a) alkvlation falk-R-n 

reacting cis-1,3-cyclohexanediol of the formula (II) 



o 



00 



X 1 -R 1 (III) 



with a compound of the formula (III) 

where r 1 is as defined above and 
X 1 is CI, Br, I, OMs, OTs, OTf; 

("v) he presence of bases in a suitable solvent to give a racemic compound of the formula 



HO...^...O. R1 



O' 



(IV) 



where r 1 is as defined above; 

t>1) enzymatic ester formation (EF) + separation (S) 

subjecting the resulting compounds of the formula (IV) to stereoselective enzymatic ester 
formation (EF), in which the alcohols are admixed with an acyl donor and the enzyme in an 
organic solvent and the resulting mixture is stirred at -20 to 80 6 C and, after the reaction has 
ended, one stereoisomer is present as an ester of thfe formula (V) 



O 



R6' "f^ > >% ^R1 

(V) 
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where 

R is C(=OMCi-C 16 )-alkyl, C(=OKC 2 -C 18 )-alkenyl, C(=OMC 3 -Ci 6 )-alkynyl, C(=0)- 
(C3-Ci6)-cycloalkyl, where one or more carbon atoms may be replaced by oxygen 
atoms and be substituted by 1-3 substituents from the group of F, CI, Br, CF 3) CN, 
N0 2 , hydroxy], methoxy, ethoxy, phenyl and CO-0(Ci-C 4 )-alkyl, C0-O(C 2 -C 4 )~ 
alkenyl, which may in turn be substituted by 1-3 substituents from the group of F, CI 
Br, CF 3 , and 

R' is as defined above. 

and the other stereoisomer is present unchanged as the alcohol of the formula (IV) and are 
therefore separated from each other by utilizing their different chemical or physicochemical 
properties (separation S) 

or 

J>2) enzymatic ester hvdrolvsis Nchemlcal est erification <C£) + enzvmatir. hydrolysis 
(En)i + separation (S) 

subjecting the resulting compound of the formula (IV) to a stereoselective enzymatic ester 
hydrolysis, in which the racemic alcohol is initially converted by chemical esterification (CE) 
for example by means of acid chloride r 6 -CI or acid anhydride R'-O- r«, in the presence of 
bases, to the racemic ester of the formula (V) 



R6^ W/ "r^>'"°"Rl 



(V) 



where R 6 and R 1 are each as defined above, 

which, to carry out the stereoselective enzymatic ester hydrolysis (EH), is then taken up in 
homogeneous or heterogeneous, aqueous, aqueous-organic or organic medium, and 
reacted, in the presence of an enzyme in the case of hydrolysis with water and in the case 
of alcoholysis with an alcohol, at a temperature of 10-80°C, and after the reaction has 
ended, one stereoisomer is present as the alcohol of the formula (IV) and the other is 
present unchanged as the ester of the formula (V) and can thus be separated from each 
other as described under b1), and 

the enantiomer of the formula (IV) occurring as an alcohol is further processed as described 
under d), or 

c) chemical hvdrolvsis (CM 

hydrolyzing the enantiomer of the formula (V) occurring as an ester to the chemically 
enantiomeric alcohol by known methods and 

d) alkvlatton falk-^ 

reacting further with a compound of the formula (VI) 

-10- 
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R 2 -X 2 (VI) 



where 



R 2 is as defined above and 



,2 



X is CI, Br, I, OTs, OMs, OTf; 
in the presence of bases in a suitable solvent to give the compound of the formula (I). 



X 1 -R 2 (III) 
are used where 
X 1 is CI, Br, I, OMs or OTs. 

1 1 (new). The process of Claim 10, wherein compounds of the formula (III) 

X 1 -R 2 (III) 
are used where 
X 1 is CI, Br or I. 

12 (new). The process of Claim 9, wherein a compound of the formula (I) 



10 (new). The process of Claim 9, wherein compounds of the formula (III) 




(I) 



Is prepared where: 



is 




RS 



where 
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one or more 



R\R 5 



is H. CF3, (Ci-C6)-alkyl, (C3-C8)-cycloalky|, phenyl; 
are H, F. Br, CF 3 , OCF 3 , (Ci-C 6 )-alkyI, 0-(d-C 6 )-alkyl; 



n 



is from 1 to 2 and 



is (Ci-CaJ-alkyl where one or more CH 2 groups in the alkyl groups may be replaced 
by O, CO, S, SO or SO2, and alkyl may be one to trisubstituted by F, CI, Br, CF3, 
CN, N0 2 , NHAc, NHBoc, NH-CO-C(CH 3 ) 3 , hydroxyl, OCF3, O-^-CeJ-alkyl, COOH, 
CO-benzoxy, C0-O(Ci-C 6 )-alkyl. tetrazole, thiazolidin-2,4-dione, indole and 
(C 6 -C 10 )-aryl, were thiazolidin-2,4-dione andaryl in turn maybe substituted by F, CI. 
Br, CF 3 , CN, N0 2 , NHAc, NHTs, NHBoc, NHCbz, NH-CO-C(CH 3 ) 3 , hydroxyl. OCF 3 
Sli? 1 " C t 6 !" alk ^ CO ° H ' C °- benzox y- CO-0(Ci-C 6 )-alkyl, (Ci-C 6 )-alky1, O-fd-Ce)-' 



(new). The process of Claim 1 2, wherein a compound of the formula (I) 




(I) 



is prepared where: 



is 




RS 



where 



ring A Is phenyl; 



is (Ci-C 4 )-alkyl; 



R\ R 5 are H, (C^C 4 )-alkyl, 0-(Ci-C 4 )-alkyl; 



n 



is 1 and 
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2 

R is (Ci-Cs)-alkyl where one or more CH 2 groups in the alkyl groups may be replaced 

by O, CO, S, SO or SO2, and alkyl may be one to trisubstituted by F, CI, Br, CF3, 

CN, N0 2 , NHAc, NHBoc, NH-CO-C(CH 3 ) 3 , hydroxyl. OCF3. 0-(Ci-C 6 )-alkyl, COOH, 

CO-benzoxy, CO-Ofd-CeJ-alkyl, tetrazole, thiazoIidin-2,4-dione, indole and 

(Ce-Cio)-aryl, were thiazolidin-2,4-dione and aryl in turn maybe substituted by F, CI, 

Br, CF 3 , CN, N0 2 , NHAc, NHTs, NHBoc, NHCbz, NH-CO-C(CH 3 ) 3> hydroxyl, OCF 3 , 

O-jC^CsJ-alkyl, COOH, CO-benzoxy, CO-0(Ci-C 6 )-alkyl, (d-CeHlkyl, O-(Ci-Ce)-' 
alkyl or tetrazole. °' 

14 (new) The process as claimed in any of claims 9-13, wherein the compound of the 

1 5 (new) The process as claimed in any of claims 9-13, wherein the compound of the 

1 6 (new). A process for preparing a chlral, nonracemlc compound of the formula I 



"O 



(I) 



where: 
R' is 




(CH 2 )n- 



where: 



ring A is phenyl, 5-12 membered heteroaromatic ring which may contain from one to four 
heteroatoms from the group of N, O and S. 8 to 14 membered aromatic ring, 
(C 3 -C8>-cycloalkyl; 



R 



is H, F, CI, Br. OH, N0 2 , CF 3 , OCF 3 , (d-Ce^alkyl, (C 3 -C 8 )-cycloalkyl. phenyl; 

R<, R 3 are H, F, CI, Br. OH, N0 2 . CF 3 , OCF 3 . OCF 2 H, OCF 2 -CF 3 , OCF 2 -CHF 2 , SCF 3 , O- 

phenyl, (d-C 6 )-alkyl, 0-(Ci-C 6 )-alkyl, 0-(Ci-C6)-aJkyl-0-(d-C 3 )-alkyl; 
n is from 1 to 3; 
and 

-13- 
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2 

R is (Ci~C 8 )-alkyl where one or more CH 2 groups in the alkyl groups may be replaced 
by O, CO, S. SO or S0 2 , and alkyl may be one to trisubstituted by F, CI, Br, CF 3 
CN. N0 2 . NHAc. NHBoc, NH-CO-C(CH 3 ) 3 , hydroxyl, OCF 3 , O^d-CeJ-alkyl, COOH 
CO-benzoxy, CO-0(C r C6)-alkyl, tetrazole, thiazolidin-2,4-dione r indole and 
(Ce-CioJ-aryl, were thiazolidin-2,4-dione and aryl in turn maybe substituted by F, CI 
Br, CF 3 . CN, N0 2 , NHAc, NHTs, NHBoc, NHCbz, NH-CO-C(CH 3 ) 3 , hydroxyl OCF 3 
Ifttwle? 00 "' C °- benZOXy " CO^Ci-CeMkyl, (d-C^alkyl. 0-(d-C 6 )-' 

which comprises 
A) 

a) alkvlation falk-Pft) 

reacting cis-1,3-cyclohexanediol of the formula (II) 

H0 '-_ ^ .OH 



O* 

with a compound of the formula (III) 



(») 



X 1 -PG (III) 



where PG is an OH protecting group, for example benzyloxymethyl. benzyl, para- 
methoxybenzyl or tert-butyldimethylsilyl; and 



X 1 is CI, Br, I, OMs. OTs, OTf; 



inthe presence of bases in a suitable solvent to give a racemic compound of the formula 

PG 



(IV) 

HO,, 



(IV) 



where PG is as defined above; 

b1 ) enzymatic ester formation ( EF) + separation [gj 

farKS^mT^ ° f J"""', 3 (,V> t0 ster ^ective enzymatic ester 

formation (EF) in which the alcohols are admixed with an acyl donor and the enzyme In an 
organic solvent and the resulting mixture is stirred at -20 to 80'C and, after the^eaXn has 
ended, one stereoisomer is present as an ester of the formula (V) 

R6" 0 '"r^N^ 0 -p G 

(V) 
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R 6 



where 

is C(=0)-(Ci-C 16 )-alkyl. C(=0)-(C2-C 16 )-alkenyJ, C(==0)-(C 3 -Ci 6 )-all<ynyl, C(=0)- 
(C3-Ci 6 )-cycloalkyl, where one or more carbon atoms may be replaced by oxygen 
atoms and be substituted by 1-3 substituents from the group of F, CI, Br, CF 3l CN, 
N0 2 . hydroxyl, methoxy, ethoxy, phenyl and CO-0(Ci-C 4 )-alkyl, CO-0(C 2 -C4)- 
alkenyl, which may in turn be substituted by 1-3 substituents from the group of F CI 
Br, CF 3l and 



PG is as defined above, 



and the other stereoisomer is present unchanged as the alcohol of the formula (IV), and are 
^^^S^^S) eaCh ^ UfiliZin9 their diff6rent Ch6mical ° r Physlcochemical 



or 



Sam JS£SS£n m hYdro ' VRis r = rhemicat ^^on (cn ± 

subjecting the resulting compound of the formula (IV) to a stereoselective enzymatic ester 
hydrolysis in which the racemic alcohol is initially converted by chemical esterification (CE) 
for example by means of acid chloride r«-CI or add anhydride r«-0- r 6 , in the presence of 
bases, to the racemic ester of the formula (V) 



O 



(V) 

where r* and PG are each as defined above, 

which, to carry out the stereoselective enzymatic ester hydrolysis (EH), is then taken up in 
homogeneous or heterogeneous, aqueous, aqueous-organic or organic medium and 
reacted, in the presence of an enzyme in the case of hydrolysis with water and in the case 
of alcoholysis with an alcohol, at a temperature of 10^80°C, and after the reaction has 
ended, one stereoisomer is present as the alcohol of the formula (IV) and the other is 
present unchanged as the ester of the formula (V) and can thus be separated from each 
other as described under b1 ), and 

the enantlomer of the formula (IV) occurring as an afcohol is further processed as described 
unoer cJj, or 

c) chemical hydrolysis (Cf-f) 

hydrolyzing the enantlomer of the formula (V) occurring as an ester to the chemically 
enantiomeric alcohol by known methods and 

d) alkvlatron (alk-R 1 ) 

reacting further with a compound of the formula (VI) 
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(VI) 



where 

ring A, r 3 , r 4 f r j and n are each as defined above and 
X 2 is CI, Br, I, OTs, OMs, OTf; 

in the presence of bases in a suitable solvent to give the compound of the formula (I), and 
e ) detachme nt of the protecting group PG (detPG^ 
converting the compound of the formula (la) 



R1 / 0 "-.^\..o> 



Q" 



PG 

(la) 



where R 1 and PG are each as defined above, 

by detaching the protecting group by known methods to a compound of the formula (VII) 

'°'>- ..OH 



R1' 



(VII) 



where r 1 is as defined above, 
f) alkvlation folk-*,*) 

then reacting it with a compound of the formula (III) 

X 1 -R 2 (III) 
where X 1 and R 2 are each as defined above, 

in the presence of bases in a suitable solvent to give a compound of the formula (I), the 
product or the enantiomeric form. 

17 (new). The process of Claim 16, wherein compounds of the formula (111) 
X?~R 2 (III) 

-16- 
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are used where 

X 1 is CI, Br, I, OMs or OTs. 

18 (new). The process of Claim 1 7, wherein compounds of the formula (III) 

X 1 - R 2 (III) 
are used where 
X 1 is CI, Br or I. 

1 9 (new). The process of Claim 1 6, wherein a compound of the formula (I) 




(l) 



Is prepared where: 
R 1 is 




where 

ring A is phenyl, 5-12 membered heteroaromatic ring which may contain from one or more 
heteroatoms from the group of N, O and S, fused/bicyclic 8 to 14 membered 
aromatic ring, (C 3 -Cs)-cycloalkyl; 

R 3 Is H, CF 3 , (Ci-Ce)-alkyl, (C 3 -C 8 )-cycloalkyl, phenyl; 

R 4 , R s are H, F, Br, CF 3 . OCF 3 , (C-i-CeJ-alkyl, 0-(Ci-C 6 )-alkyl; 



is from 1 to 2 and 



R 2 



is (Ci~C 8 )-alkyl where one or more CH 2 groups in the alkyl groups may be replaced 
by O, CO, S, SO or SO z , and alkyl may be one to trisubstituted by F, CI, Br, CF3 
CN, N0 2 . NHAc. NHBoc, NH-CO-C(CH 3 ) 3 , hydroxyl, OCF 3 , 0-(C-,-C 6 )-alkyl, COOH 
CO-benzoxy, CO-0{Ct-C6)-alkyl, tetrazole, thiazolidin-2,4-dione, indole and 
(C6-C 10 )-aryl, were thiazc-lidin-2,4-dione and aryl in turn maybe substituted by F, CI. 
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Br. CF 3l CN. N0 2 . NHAc, NHTs, NHBoc, NHCbz, NH-CO-C(CH 3 )3. hydroxyl OCF 3 
^l?&^!* COOH ' C °- benZ0Xy ' CO^d-CsJ-alkyJ, (C^-alky,, O-^-Ce)-' 



20 (new). The process of Claim 1 9. wherein a compound of the formula 

R2 




(I) 



is prepared where: 
R 1 is 



v^KX 



(CHJn- 

R5 



where 

ring A is phenyl; 

R 3 is (Ci-C 4 )-alkyl; 

R 4 . R 5 are H, (d-C 4 )-alkyl, 0-(Ci-C 4 )-alkyl; 

n is 1 and 
2 

R is (C-j-CsJ-alkyl where one or more CH 2 groups in the alkyl groups may be replaced 
by O, CO, 5, SO or SO2, and alkyl may be orte to trisubstltuted by F, CI, Br, CF 3 
CN, N0 2 , NHAc, NHBoc, NH-CO-CfCH^, hydroxyl, OCF 3 , O-^-CeJ-alkyl, COOH 
CO-benzoxy, CO-0(Ci-C6>-alkyl, tetrazole, thiazolidin-2,4-dione, indole and 
(C 6 -Cio)-aryl, were thiazolidin-2,4-dione and aryl in turn maybe substituted by F CI 
Br, CF 3 , CN, N0 2 , NHAc. NHTs, NHBoc, NHCbz, NH-CO-C(CH 3 ) 3 , hydroxy], OCF 3 
Sm or ^eSzot COOH * C °" ben20xy ' C°-°(Ci-C 6 )-alkyl. (d-C^-alkyl, O-Cd-Ce)-' 

toSSftl) is mSTSXJ? SifSS in T ° f ,S lmS 16 " 20 ' Wherein the compound of the 

22 (new). The process as claimed in any of claims 1 6-20 wherein thp mmn ™ mrf *t th« 

23 (new). A process for preparing a chiral, nonracemic compound of the formula I 
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"O 



R2 

0) 



where: 
r 1 is 



R4^_, . 

' ' JL 

^(CH 2 >n- 



where: 



ring A is phenyl, 5-12 membered heteroaromatic ring which may contain from one to four 
heteroatoms from the group of N, O and S, 8. to 14 membered aromatic ring 
(C 3 -C 8 )-cycloalky|; 

R J is H, F, CI. Br, OH, N0 2 , CF 3 , OCF 3 , (Ci-C 6 )-alkyf, {C 3 -C 8 )-cycloalkyl ( phenyl; 

K\ R' are H, F, CI, Br, OH, N0 2f CF 3 , OCF 3 , OCF 2 H, OCF2-CF3, OCF 2 -CHF 2 , SCF3, O- 

phenyl, (Cf-Cg^alkyl, O-fC-i-QO-alkyl, O-(d-C 6 )-alky1-0-(Ci-C 3 )-alkyl; 
n is from 1 to 3; 



and 
R 2 



is (Ci-C B )-alky| where one or more CH 2 groups in the alkyl groups may be replaced 
by O, CO, S, SO or S0 2 , and alkyl may be one to trisubstituted by F, CI, Br, CF 3 
CN, N0 2 , NHAc. NHBoc, NH-CO-C(CH 3 ) 3 , hydroxyl, OCF3, ©-(Ci-CgJ-alkyl, COOH 
CO-benzoxy, CO-0(Ci -C 6 )-alkyl, tetrazole, thrazolidin-2,4-dione, indole and 
(Ce-CioJ-aryl, were thiazolidin-2,4-dione and aryl in turn maybe substituted by F, CI, 
Br, CF 3 , CN, N0 2 , NHAc, NHTs, NHBoc, NHCbz, NH-CO-C(CH 3 )3, hydroxyl, OCF 3 , 
aJM SJSSJi- 000 "' C °' benZOXy ' co -°(Cl-C 6 )-alkyl, (d-CeJ-alkyf, CKd-Ce)-' 

which comprises 
A) 

a) alkvlation falk-PG^ 

reacting cis-1,3-cyclohexanediol of the formula (II) 
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"O 

with a compound of the formula (III) 



X 1 -PG (III) 



P ? ' S a V 0H P rotecfin 9 9 r °uP. for example benzyloxymethyl, benzyl para- 
methoxybenzylortert-butyldimethylsilyl;and P 



X 1 is CI. Br, I, OMs, OTs, OTf; 



in the presence of bases in a suitable solvent to give a racemic compound of the formula 



(IV) 



O 



PG 

(IV) 



where PG is as defined above; 

b1 ) enzymatic ester formati on (ER + separation (S) 

tS^m^^^^T"^ of the formula (IV) to stereoselective enzymatic ester 
formation EF) ,n which the alcohols are admixed with an acyl donor and the enzyme in an 
organic solvent and the resulting mixture is stirred at -20 to 8CTC and, after thl?SSlon has 
ended, one stereoisomer is present as an ester of the formula (V) 'eacnon nas 



R6^°v"V xC Sg 



(V) 



where 

Q 

R is C(=0)-(Ci-Ci 6 ).aIkyl, C(=OHC 2 -Ci 6 )-alkenyl. C(=OMC3-Ci6)-alkynyl, C(=0)- 
(C 3 -Ci6)-cycloalkyl, where one or more carbon atoms may be replaced by oxygen 
atoms and be substituted by 1-3 substituents from the group of F. CI. Br, CF 3 , CN. 
N0 2 . hydroxy!, methoxy, ethoxy. phenyl and CO-0(Ci-C 4 )-alky| I CO-OfC^-cIv 
alkenyl. which may In turn be substituted by 1-3 substituents from the group of F CI 
Br. CF 3 . and ' ' 

PG is as defined above, 

and the other stereoisomer is present unchanged as the alcohol of the formula (IV) and are 
or 



DEAV2003/00 14 US NP 

PAGE 23/29 * RCVD AT 12/5/2005 4:49:19 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-6/40 1 DNIS:2738300 * CSID:908 231 2626 * DURATION (mm-ss):05-54 



DEC. 5. 2005 5:06PM AVENTIS US PAT DEPT 



NO. 0227 P. 24' 



R6'~'"f Y° N PG 

00 



jgm /2Sa^ff hYTirn ' YSiS r " hsmica ' ^ f CF ) + ^ ^ n,^ 

Sj2 *" ^fl^ compound of the formula (IV) to a stereoselective enzymatic ester 
where r 4 and PG are each as defined above, 

which, to carry out the stereoselective enzymatic ester hvdrolvsis i* than f=w> 

or heterogeneous, aqueou? aqueous^ SS^o^^TSi 9 
of ^ k the P resence of an enzyme In the case of hydrolysis with water andTn fhJ i cafifi 

undtTo™ ° f ,0mU " a <IV> OCCUmn9 33 a " alCOlTOl ls f"* 6 ' P«>«*** « described 

c ) chemical hvdrolvsis (CH) 

hydrolyzing the enantiomer of the formula (V) occurrina as an ester to th^ ^h QmiM n 
enantiomeric alcohol by known methods and ° CCUrTmg 35 an ester to me <*emrca!ly 

d) alleviation ralk-^) 

reacting further with a compound of the formula (VI) 
R 2 -X 2 (VI) 

where 

R 2 is as defined above and 

X 2 is CI, Br, I, OTs, OMs, OTf; 

In the presence of bases in a suitable solvent to give the compound of the formula (I), and 
e ) detachment of the pro tecting group PG fdetpfi) 
converting the compound of the formula (la) 
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R2" '--.^ 



PG 

(la) 



"O" 



where r 2 and PG are each as defined above, 

by detaching the protecting group by known methods to a compound of the formula (VII) 



R2' 



°""0 



v ,OH 



(VII) 



where R* is as defined above, 
f) aikvlation fafk-p') 

then reacting it with a compound of the formula (III) 

X 1 -R 1 (HI) 
where X' and r 1 are each as defined above, 

lol^^:^^ S0,Vent to ^ a compound of the formula (,), the 

24 (new). The process of Claim 23, wherein compounds of the formula (III) 

X 1 -R 2 (ill) 
are used where 
X 1 is CI, Br, I. OMs or OTs. 

25 (new). The process of Claim 24, wherein compounds of the formula (III) 

X'-R 2 (ill) 
are used where 
X 1 is CI, Br or I. 

26 (new). The process of Claim 23, wherein a corhpound of the formula (I) 



S R2 

(I) 
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is prepared where: 
R 1 is 




where 

ring A is phenyl, 5-12 membered heteroaromatic ring which may contain from one or more 
heteroatoms from the group of N. O and S. fused/bicyclic8 to lTmembe?ed 
aromatic ring, (C 3 -Cs)-cycloalkyl; 

R 3 is H. CF3, (Ci-C6)-alkyl, (C 3 -C8)~cycroalkyl, phenyl; 
R 4 , R 3 are H, F, Br, CF 3 , OCF 3( (Ci-C 6 )-alky|, O^Ci-Ce)-alkyf ; 

n is from 1 to 2 and 
2 

R is (Ci-C 8 )-alkyl where one or more CH 2 groups in the alkyl groups may be replaced 
by O, CO, S, SO or S0 2 , and alkyl may be one to trisubstituted by F, CI Br CF 3 
CN, N0 2 , NHAc, NHBoc, NH-CO-C(CH 3 ) 3l hydroxyl, OCF 3 , 0-(C n -Ce)-alkyl, COOH 
CO-benzoxy, CO-Ofd-CeJ-alkyl, tetrazole, thiazolidin-2,4-dione, indole and 
(C 6 -Cio>aryl, were thiazolidin-2,4-dione and aryl in turn maybe substituted by F CI 
Br, CF 3 , CN, N0 2 , NHAc, NHTs, NHBoc, NHCbz, NH-CO-C(CH 3 ) 3 , hydroxyl, OCF 3 
^ofSSto. 000 "* C °- benZ0Xy ' C( >0(Cl-C6)-a,kyl, (d-CeJ-a.kyl, CMC, V 

27 (new). The process of Claim 26, wherein a compound of the formula (I) 



O 



(i) 

is prepared where: 

R 1 is 
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where 

ring A is phenyl; 

R 3 is (Ci-C 4 )-alky|; 

R 4 , R J are H, (C^C^-alkyl. 0-(C 1 -C 4 >alkyl; 
n is 1 and 

^ t { ornT«T ere ° r m ° re CH2 9rOUpS in the a,ky ' ^ replaced 

by O, CO, S, SO or S0 2 , and alkyl may be one to trisubstituted by F CI Br CF, 

CN. NO* NHAc NHBoc, NH-CO-C(CH 3 )3, hydroxy.. OCF 3 , Q<C .^M COOH 

CO-benzoxy. CO^d-CeMky.. tetrazole, thiazolldin-2,4KJione, indole and 

(C6-Clo)-ary| were thia Z olidin-2,4-dione and ary. in turn maybe substituted by F, CI, 

Br, CF 3> CN, N0 2 . NHAc, NHTs, NHBoc, NHCbz. NH-CO-C(CH 3 ) 3 hydroxvl OCF^ 

forffli) is M R £??!? r9 8 ^' aim S? *T y ° f C,aims 23 " 27 ' whereln compound of the 
formuMi) is MR £25 ?,5tt2? J"* 3 "* ? dalms 23 " 27 ' the impound of the 
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